***Background.*** Head and neck cancer (HNC) is the sixth most common type of cancer. Worldwide, an estimated 650,000 new cases of HNC are diagnosed each year. More recently, the incidence of oropharyngeal cancer in younger population has been increasing. Wide resection and reconstruction as standard therapies for HNC have improved cure rates. Despite higher cure rates, postoperative surgical site infection (SSI) has been reported in 10-45% of patients who undergo surgery for HNC. SSI is the leading cause of nosocomial infection and increased medical expenses. To date, however, the main factors contributing to SSI and causative pathogens are unclear. The aim of this study was to clarify the risk factors and causative agents for SSI after HNC surgery and to identify effective strategies for preventing SSI.

***Methods.*** A retrospective cohort study was performed on adult patients diagnosed with HNC who underwent major oncological surgery for HNC from January 2006 to June 2010 at Kangdong Sacred Heart Hospital (Seoul, South Korea). Patients undergoing thyroid and salivary gland operations without lymph node dissection were excluded.

***Results.*** We assessed the risk factors and causative pathogens associated with SSI in 370 patients who underwent surgery for HNC. A total of 73 patients (19.7%) had SSIs, and 120 pathogens were identified at infection sites. Significant risk factors for SSI identified with multivariate analysis were male sex (OR = 4.10, 95% CI= 1.338-12.532), cardiovascular disease (OR = 2.311, 95% CI = 1.130-4.726), Cerebrovascular disease (OR = 4.762, 95% CI = 1.342-16.896), and operation time \> 6hours (OR = 5.089, 95% CI = 1.577-21.397). The most common pathogen was *staphylococcus aureus* (45/120, 37.5%). Methicillin-resistant *S.aureus* was found in 84.4% of all *S.aureus*. *Klebsiella pneumoniae* (17/120, 14.2%), *Pseudomonas aeruginosa* (12/120, 10.0%), *Enterococcus faecalis* (7/120, .8%), and *Acinetobacter baumannii*(5/120, 4.2%) were frequently cultured.

***Conclusion.*** High-risk patients of SSIs after major HNC surgery are predicted. Preventive measures or closed monitoring in these patients may be required to reduce the likelihood of postoperative SSIs. Even though additional research is necessary, we would consider the change in regimen of propylactic antibiotics according to causative organisms.
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